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I. REAL PARTY IN INTEREST 

The real party in interest is Rosetta Inpharmatics LLC as evidenced by an assignment 
recorded on August 17, 2004, at reel 015693, frame 0334. 

IL RELATED APPEALS AND INTERFERENCES 

There are no other appeals, interferences, or judicial proceedings known to 
Appellants, Appellants' legal representative, or assignee, which may be related to, directly 
affect or be directly affected by, or have a bearing on the Board's decision in the pending 
appeal. 

III. STATUS OF CLAIMS 

Claims 1-13 and 23-25 have been canceled. 
Claims 14-22 are rejected. 
Claims 14-22 are appealed. 

IV - STATUS OF AMENDMENTS 

All amendments have been entered. None of the pending claims have been amended 
subsequent to the final rejection dated November 30, 2006. 

V. SUMMARY OF CLAIMED SUBJECT MATTER 

Claim 14 is the only independent claim pending in this application. The subject 
matter of independent claim 14 is directed to a computer implemented method for preparing a 
binding-ready biological sample for a binding assay. 

The method includes a step of receiving a binding assay design for a binding assay. 
This step is described in the original as-filed specification at least at page 5, paragraph [0025] 
and is shown, for example, at least in FIG. 1, box 100. More specifically, paragraph [0025] 
states on the 5 th and 6 th line that "[t]he binding assay design or plan is received, at step 100, 
by the operator." Also, paragraph [0063] on page 13 of the original as-filed specification 
states that Figures 4A-4E "are flow charts of a method 400 for preparing binding-ready 
biological samples" and that initially, "a scientist conceives of and designs a binding assay" 
and "then sends the binding assay plan or design to the experiment design manager." 
Similarly, paragraph [0064] on page 13 states that in a preferred embodiment, "the scientist 
sends the binding assay plan or design to the experiment design manager (Figure 2)." 
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The method also includes a step of preparing an experiment design for generating a 

binding-ready biological sample to be used in the binding assay. This step is described in the 

original as-filed specification at least at page 6, paragraph [0030] and is shown, for example, 

at least in FIG. 3C, reference numeral 208, Experiment Design Manager. More specifically, 

paragraph [0030] states on lines 2-5 that "[t]he experimental design manager primarily 

consists of software that assists a scientist in designing an experiment, stores the experiment 

design in a database, schedules the execution of experiments, and groups experiments into 

Robotic Work Units (RWU)." Also, paragraph [0067] on page 14 states that: 

[b]ased on the received binding assay plan or design, the 
experiment design procedures 349 (Figure 3C) then prepare 
an experiment design for generating the binding-ready 
biological sample, at step 403. For example, the 
experiment design procedures 349 (Figure 3C) determine 
the processes required to prepare the binding-ready 
biological sample and the raw materials required to perform 
these processes. 

The method further includes a step of choosing a robot method for generating the 
binding-ready biological sample. This step is described in the original as-filed specification 
at least at page 15, paragraph [0072] and is shown at least in FIG. 3C, reference numeral 350, 
Materials Optimization Procedures. More specifically, paragraph [0072] states on lines 1-5 
that "[t]he materials optimization procedures 350 (FIG. 3C) also choose a preferred robot 
method for generating the binding-ready biological sample, at step 416. A robot method is a 
file resident on the controller and contains an explicit sequence of robot instructions for 
preparing a set of binding-ready samples according to a predetermined protocol." 

The method also includes a step of generating work instructions for generating the 
binding-ready biological sample based on the experiment design and the robot method. This 
step is described in the original as-filed specification at least at pages 16-17, paragraph 
[0076] and is shown at least in FIG. 3C, reference numeral 350, Materials Optimization 
Procedures, and FIG. 4B, reference numerals 426 and 427. More specifically, lines 1-4 of 
paragraph [0076] state that "[i]f there are enough materials (426- Yes), then the materials 
optimization procedures 350 (FIG. 3C) generate work instructions for producing binding- 
ready biological samples in accordance with the experiment design, robot method, RWU, and 
available materials, at step 427." 

The method further includes a step of executing the work instructions on robot 
stations to generate the binding-ready biological sample. This step is described in the 
original as-filed specification at least at page 8, paragraph [0037] and is shown at least in 
FIG. 3 A, reference numeral 220, Controller. More specifically, lines 1-3 of paragraph [0037] 
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state that "[t]he controller 220 is coupled between the integration server 218 and a serial 
splitter 222. The controller 220 is preferably a computer that is used to control and schedule 
preparation of binding-ready biological samples by the robot stations 204." 

VI - GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

The following grounds of rejection are presented for review in this appeal: 

Firstly, whether claims 14-22 are obvious under 35 U.S.C. § 103(a) over U.S. Patent 
No. 4,780,423 ("Bluestein et al.") in view of U.S. Patent No. 6,996,538 ("Lucas"). 

VII. ARGUMENT 

A. The Applicable Case Law 

Section 103 of the Patent Act states that a patent may not be obtained . . . "if the 
differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a 
person having ordinary skill in the art to which said subject matter pertains." 

The question of obviousness is resolved on the basis of underlying factual 
determinations including (1) the scope and content of the prior art, (2) any differences 
between the claimed subject matter and the prior art, (3) the level of skill in the art. Graham 
v. John Deere Co., 383 U.S. 1, 17-18, 148 USPQ 459, 467 (1966). The Court in Graham 
further noted that evidence of secondary considerations, such as commercial success, long 
felt but unsolved needs, failure of others, etc., "might be utilized to give light to the 
circumstances surrounding the origin of the subject matter sought to be patented." 383 U.S. at 
18, 148 USPQ at 467. 

The Supreme Court ruled in KSR Int'l Co. v. Teleflex, Inc. (U.S., 127 S.Ct. 1727, 167 
L. Ed. 2d 705 (April 30, 2007)) that the Court of Appeals for the Federal Circuit had applied 
a too-rigid standard for determining obviousness under Section 1 03 of the Patent Act and 
held that the standard for determining obviousness was more expansive and flexible 
consistent with Supreme Court precedent. According to the Supreme Court, "[w]hen a work 
is available in one field of endeavor, design incentives and other market forces can prompt 
variations of it, either in the same field or a different one" and "[i]f a person of ordinary skill 
can implement a predictable variation, Section 103 likely bars its patentability." Moreover, 
the Supreme Court stated that "a court must ask whether the improvement is more than the 
predictable use of prior art elements according to their established functions." 
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B. The Rejection of Claims 14-22 Should Be Reversed 

Initially, Appellants note that Bluestein is directed to heterogeneous fluorescence 
assays using controlled pore glass particles. More specifically, in Bluestein, a binding-ready 
biological sample for a binding assay is ferritin. The binding assay is the immunoassay, and 
the anti-ferritin antibody is a reagent in the binding assay. Appellants respectfully submit 
that nothing in Bluestein would disclose or suggest to a person of ordinary skill in the art a 
computer implemented method for preparing a binding-ready biological sample (ferritin) 
for a binding assay (immunoassay). The Bluestein reference only describes an automated 
method for the immunoassay. 

The Office Action mailed November 30, 2006 at page 3, 2nd full paragraph, states 
that "Bluestein et al. teaches the second step of claim 14 at col. 8, lines 10-31." Appellants 
respectfully submit that nothing in this section would disclose preparing an experiment 
design for generating a binding-ready biological sample to be used in said binding assay. 
Column 8, lines 10-31 of Bluestein describes changes made in the immunoassay protocol, 
materials, and equipment. For example, in the statement at col. 8, lines 22-24, that "300 ul 
of solid phase (CPG) anti-ferritin antibody was employed to which was added 150 ul of 
sample," the sample is already prepared and binding-ready prior to adding the anti-ferritin 
antibody reagent. These changes pertain to the actual immunoassay, not the sample 
preparation as recited in claim 14. In addition, the Bluestein reference discloses at column 7, 
lines 20-25, incubating the solid phase antibody with 200 ul of sample standards. Appellants 
respectfully submit that this section discloses that the samples are binding-ready and already 
prepared, i.e., there is no description of preparing the sample as recited in claim 14. 

The Office Action at page 3, 3rd full paragraph, states that "Bluestein et al. teaches 
the third step of claim 14 at col. 8, lines 61-69 and col. 9, lines 1-30. Appellants respectfully 
submit that nothing in this section would disclose preparing an experiment design for 
generating a binding-ready biological sample . The Pandex Screen Machine described in 
these sections automatically perform the immunoassay, i.e., nothing in these sections would 
disclose preparing a binding-ready biological sample for a binding assay. More specifically, 
in Bluestein, column 9, lines 17-29, states that "30 ul of the CPG reagent were added to each 
well of the microtiter plate followed by 30 ul of the standard." The "standard" is the binding- 
ready biological sample. The standard is already prepared when it is added to the plate. In 
other words, nothing in Bluestein has been found in these sections or any other sections that 
would disclose preparing the sample as recited in claim 14. 

The Examiner contends that the third step of claim 14 is taught at col. 8, lines 61-69, 
and col. 9, lines 1-30, of Bluestein, and specifically points to col. 9, lines 8-12 and lines 13- 
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15. At col. 9, lines 8-12, Bluestein discloses that the Pandex SCREEN MACHINE can be 
programmed to add reagents and wash solutions for immunoassays (the immunoassays being 
referred to at col. 9, lines 2-3). Appellants respectfully point out that adding the reagents and 
wash solutions as recited at col. 9, lines 10-1 1 is adding, not preparing substances used in the 
immunoassay. Thus, this recitation does not hint or suggest the generation of binding-ready 
biological samples (such as might be used in the immunoassay). Moreover, col. 9, lines 13- 
1 5, of Bluestein state that the SCREEN MACHINE was used to perform "the 2 site 
immunometric assay for ferritin described above in Examples 1 and 2." Bluestein further 
discloses (col. 9, lines 15-16) that the same materials as in Examples 1 and 2 were employed. 
Examples 1 and 2 describe an embodiment of a well-known immunoassay configuration, i.e., 
a sandwich immunoassay (see col. 6, lines 39-53). In this sandwich immunoassay, anti- 
ferritin antibody coupled to glass particles is one end of the "sandwich" (col. 6, lines 61-65), 
which is then bound to the ferritin (the analyte being measured) in the sample which forms 
the "center" of the "sandwich" (col. 6, lines 29-30), which in turn is bound to a fluorescein 
labeled anti-ferritin antibody (col. 6, lines 49-54) (the other end of the "sandwich"). Thus, as 
would be clear to one of ordinary skill in the art, Bluestein describes a sandwich 
immunoassay in which anti-ferritin antibody bound to glass particles, and anti-ferritin 
antibody bound to fluorescein, bind at distinct sites to ferritin in the sample. It is the binding 
of these three components that is the performance of the immunoassay carried out by the 
SCREEN MACHINE as taught in col. 9 of Bluestein. Nowhere in Bluestein is there any hint 
or suggestion of using the SCREEN MACHINE system, or any other method, to generate the 
binding ready biological samples to be used in the immunoassay. In particular, Bluestein 
does not hint or suggest using a robot method to prepare the antibody bound to glass 
particles, the antibody bound to fluorescein, or most significantly, the biological sample 
containing the analyte ferritin. 

Appellants note further that MacCrindle et al. (Clin. Chem. Vol. 31, No. 9:1487-1490 
(1985)), reference Bl of record in the Supplemental Information Disclosure Statement filed 
on August 24, 2006, and attached hereto for the Office's convenience, describes the Pandex 
machine in greater detail. In particular, the MacCrindle reference at page 1488, 2nd 
paragraph states: "[t]he samples are diluted with the Digiflex Pipetting Station and pipetted 
into the Epicon assay plate. Once the reagents and Epicon plates are loaded and the basic 
instrument parameters are selected, all further operations are completely automatic..." The 
samples are clearly binding-ready and prepared prior to adding to the Epicon plates and 
loading into the Pandex machines. 
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Moreover, the MacCrindle reference at page 1488, 3rd paragraph states: "[u]sing the 
Digiflex pipettor, we make two serial dilutions of the sample. . .Fifty microliters of this 
dilution of sample is pipetted into a well of the Epicon assay plate. Then, to each well the 
Screen Machine adds 20 jiL of the 2.5 mg/mL suspension of antibody-coated particles...." 
Again, this section clearly describes that the samples are prepared and binding ready prior to 
processing by the Screen Machine. The Screen Machine only performs the immunoassay - 
i.e. adding the reagents, incubations, washes (see 2nd paragraph p. 1488 of MacCrindle). 

Moreover, the Office Action at page 6, first paragraph states that "[e]xamples 1, 2, 
and 3 all have automated preparations and these examples describe the automated assay 
experiments being performed and specifically disclose the preparation of adding the 
controlled pore glass (CPG) antibody and adding the fluorescein labeled anti-ferritin antibody 
to each tube, which represents ' a robot method for generating said binding-ready biological 
sample' because of the automated processes." Appellants submit that examples 1, 2, 3 do not 
have automated preparations of binding-ready biological samples. The examples are silent 
on how the samples are prepared prior to being added to the immunoassay as binding-ready 
samples. The adding of controlled pore glass (CPG) antibody and fluorescein labeled anti- 
ferritin antibody are steps in an immunoassay, i.e. adding the reagents to the binding-ready 
biological sample (ferritin), and does not represent "a robot method for generating said 
binding-ready biological sample." 

The Office Action at page 6, last paragraph also states that "[t]he automated deposit of 
the CPG antibody to each tube followed by the deposit of the fluorescein labeled anti-ferritin 
antibody to each tube demonstrates the preparation of a binding-ready biological sample." 
Appellants respectfully submit that the CPG antibody and fluorescein labeled anti-ferritin 
antibody additions are components in a binding assay, i.e., these steps deal with delivering 
the components so as to carry out the binding assay, not with the preparation of the 
components. Thus, they do not deal with preparing a binding-ready biological sample as 
required by claim 14. These antibodies are added to a binding-ready biological sample. Both 
the CPG anti-ferritin antibody and the fluorescein labeled anti-ferritin antibody bind to the 
binding-ready biological sample (ferritin). Addition of binding reagents to a binding-ready 
biological sample is not the preparation of a binding-ready biological sample. 

Appellants note for the record that the Office Action rejected claims 14-22 under 35 
U.S.C. § 103(a) as obvious over Bluestein et al. in view of Lucas. Appellants submit that 
Lucas discloses an inventory control system and methods which allow third parties to 
monitor company inventory via the Internet and World Wide Web, and automatically order 
needed items. Appellants submit that Lucas would not remedy any of the deficiencies 
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discussed above in regard to Bluestein since it is directed to an inventory control system and 
would not teach a person of ordinary skill in the art a computer implemented method for 
preparing a binding-ready biological sample for a binding assay that includes the steps recited 
in claim 14. In fact, the Examiner did not use Lucas in the Office Action to reject any 
features recited in claim 14, i.e., the Examiner first refers to Lucas in the Office Action to 
reject the feature recited in claim 16. 

In regard to the Supreme Court's KSR decision in relation to the pending claims, the 
Supreme Court, as mentioned above, stated that 44 [i]f a person of ordinary skill can implement 
& predictable variation [over the prior art], Section 103 likely bars its patentability." 
(emphasis added.) Appellants submit that Bluestein and Lucas do not teach that a computer 
implemented method for preparing a binding-ready biological sample for a binding assay is 
predictable, when these references are considered in combination or separately. Therefore, 
even in light of the Supreme Court's KSR decision. Appellants submit that claim 14 is 
patentable over the cited prior art. 

For all the reasons set forth above, Appellants respectfully request that the Section 
103(a) rejection of claims 14-22 based on Bluestein in view of Lucas be reversed. 



Respectfully submitted, 



Date: 



August 7, 2007 




Peter G. Thurlow 
Adriane M. Antler 



Reg. No. 47,138 
Reg. No. 32,605 



JONES DAY 

222 East 41st Street 

New York, New York 10017 

(212) 326-3694 



-8- 



NYI-40I2552vl 



VIII. CLAIMS APPENDIX 

CLAIMS UNDER APPEAL 

U.S. APPLICATION NO. 10/734,063 

ATTORNEY DOCKET NO. 9301-232 

14. A computer implemented method for preparing a binding-ready biological 
sample for a binding assay, comprising: 

receiving a binding assay design for a binding assay; 

preparing an experiment design for generating a binding-ready biological sample to 
be used in said binding assay; 

choosing a robot method for generating said binding-ready biological sample; 

generating work instructions for generating said binding-ready biological sample 
based on said experiment design and said robot method; and 

executing said work instructions on robot stations to generate the binding-ready 
biological sample. 

15. The method of claim 14, further comprising, before said generating, 
optimizing materials usage and plate layout for generating said binding-ready biological 
sample. 

16. The method of claim 14, further comprising, before said generating, checking 
inventory for materials required for said experiment design. 

1 7. The method of claim 16, wherein said checking comprises: 
sending a inventory request to an inventory system; 

receiving a list of all materials available in inventory; 

ascertaining whether there are enough materials in inventory for said preparation. 

1 8. The method of claim 1 6, wherein said checking comprises: 

sending a inventory request to an inventory system, where said inventory request 
contains a list of materials required for said preparation; 

receiving inventory data indicating whether said materials are available in inventory; 

and 

ascertaining from said inventory data whether said materials are available in 
inventory. 

19. The method of claim 18, wherein said ascertaining comprises: 
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concluding that there are not enough materials in inventory for said preparation; 
notifying an operator that there are insufficient materials in inventory; and 
repeating said ascertaining until there are enough materials in inventory for said 
preparation. 

20. The method of claim 14, wherein said receiving further comprises acquiring 
tissue sample. 

2 1 . The method of claim 20, further comprising, after said acquiring: 
extracting a constituent sample from said tissue sample; and 
updating inventory to include said constituent sample. 

22. The method of claim 14, wherein said binding-ready biological sample is a 
hybridization-ready biological sample, and said binding assay is a hybridization assay. 
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IX. EVIDENCE APPENDIX 

None 
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X. RELATED PROCEEDINGS INDEX 

None 
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Results 

Standard Curves 
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5^ n^L? nd 45 ^. «od sJao stable to a freere-thaw 
tyda Given our previous experience with reagent stability 
et werme^empereturos, the eolidpliaM should be atehte for 
EU^^, 7 *^ «t 2_8«C. The current FTTC tracers, 
hnwever, will not be similarly stable «C in the diluted 
Jj™*. and we suggest that they be freshly dUuted before 

a^^^L^L^ 9 ^ mtohnired by increasing the 

to JmSw^f; chan « m * dilution Iran 5000- 

Analytical Variables 
Specifier. The affinity-purified antibodies were monoepe- 

A^nh f ^lJT^„^ l ^Jf™T 5gk>fc ^ ^ PCFIA. 
* n ™Sfc to feA. I«M. end IgG uaed to coat the particles and 
the PTTC-labeled antibodies to IgA, IgM^uSTSon !rere 
monospecific as determined by double diffusion. Ail of the 
«tibo<he. except FITC-Iabeled s^IgQ^e^ teLtod ^ 
im m nrn y lert rephoreafa. The antibodSaa tol^MdJZ 
"TC^aled antihody tn hM were^atS 
RUwith a normal immunoglobulin panel and a^oyekina 



Ana6*soI recovery. We determined analytical recover* 
by«^conunema% available etandartni^S 
T^J^^f-J^^" 1 ^ iniiMnogSuuna 
ffl^>lBM, and IgG) by PCFIA. The correlationsandalapee 

wktonti« n^al rang.. We also euppLlme^TlgA? 
^^gchnic^ 

^77™ **» *wege recovery of 93.71% (984. SD 111! 

S fi3^nTls^. reC0 ^ "*« 101-60% 69 
"W^^lO^^ontehiing specimens auppleine^tod whh 

ffi 5": bter ' !012»* (SSlO^OT^nJE 
for l^HxntaarunK ^lecunene with 5240 m* of addJ^fe 

be deSdw^^'^r** — «km that can 
. a ^ OCTea WKn »o% confidence, was determined bv uht. 

«lSviJv^7 " S — "tomiarw^SEidZ 
«™jy«f that eancentiationdetectehleat2aDnmnttie 

We «ietomined within^aasay-plato renroduc- 
^ by runnmg eight replicates^l^m^um^^mgt 
e«teoto for each ^mmogtobulin (Table 1). The wrtrnT 

l^^!^ 10 ^ ^ ^ ^ We currently (April 

1885) recommend including a standard curve on everr aseav 
plate with the unknown samples 

staSarf^ 1 ^ a flu «««»t internal 

?* «tibody<».ted particle solution, which 
wmnensittre to^errere in pipetting particlee, dUforencea in 
puuee, mnerences between wen positions, and varia- 




■ Ml 



*fc 2. Typical ttandaiti curves for IgA, and Ic/G by PCRA 




•or *A is PCRA - 0463 attcnad veto +afl5 (n . 
- 1241 me**. 



T* 

PCRA-O.S0 . 




r-O047, PCRA 
1167 n***) 



TaM* 1. Pmelsion 



5.60 
364 

1.27 



133 
0.60 
25.14 
15.50 
5.23 



012 
0.13 
002 
0.06 
0.02 
0.01 
2.46 
103 
0.31 



CV,% 

2.15 
X52 
168 
2.62 
0.93 
1.24 



5.93 



UmminUm^ intensity. To demonstrate the improved pnd. 
a<m ******* «fenmdng the fluoreeceinS^toS 
Sf^^i^ 66 ?^ ^ calculated the CV* 

&r theflooreecein signal for fee IgA assay by using the 

W ^^i^ ^ C ? 4mb *» *• CVs calculated 
from the n«nal ratio. The fluorescein signal CV for the 
control was 8.93%, for the 364.37 mg/tfL 
control 11.74%, and for the 12&62 mgtfL control 5 14«Bv 
comparison with the CVs in lah^ ti^aS^ of 

r^mShc^ 

ConHation with commercially available aseayn. figure 4 



i IT, » Backm * n K3S assays indicate that PCFIA 
^^^^ tool fcr cV*erSnin7^ 
^"^^J^*? apefiMna. With the PCFIA 96 

Snfin^^ 
Discussion 

onarysu requires a similar amount of attended time, he- 
catMPeofther^lbrspecm^ 

40 *f*xm^*w^ 2 h with the Beckman ICS. 

the PCFIA requires 29 min* As the number of 
*/i!f C S?!L? W ******** PCFIA analy«/ 
i« iirir IL - **** 1)8 ««*tetsdinl36min).Brit 
iZf^t&Z*™^*" **** ^reaction, incubation 

^aaased from 17 to 7 min lry mcresaiiig the eoiicentratkm 




Ffe 4. Corveiefon between 

225 s *,!£ ^JI51 »*to«s£ 



PCRA 



1068^7 mg«L) 



CUNCAL CHEMISTHY, Vol. 31, No. 9, 1065 1469 



rene particles allow for faster reaction rates than do other 
technologies: their high mirface^rea-to-voluine ratio and 
their natural brownian motion keep the reagents and ana- 
lytee continuously inuring and suspended in solution for an 
extended period. 

_The large dilutions of patient's serum (5000- and 20 000- 
feW) required for these assays demonstrate the high sensi- 
tivity of the system, especially for high-mcdecular-maas 
analytes, which, until now, ha ve been th* domain coenzyme 
immunoassay or solid-phase RIA. We believe that any 
Poe^leuiterfonm^ 

negligiWe at the large dilutions used. In another assay 
system under development in our laiioratories (unpublished 



date), in which ^mL of a 60-fold cUlution of i^peoimen is 
uaeo^weiaw^rm*!^ 

specimens. The good precision, recovery, and correlation 

^Jl^^ 8 math ° d to immunoglobulins 
demonstrate the accuracy and clinical utility of PCFIA. 



feea. Dngn Med, 8-10 (April 1984). 
j^jWlj^ WaagCJ.Eke^ 

mwresoence unmuaoassay (PCFIA): A new, maid immune 
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